What is claimed is: 



A compound of Formula (I): 



E C P-A 

(D 



or a pharmaceuticklly acceptable salt form thereof, wherein; 
E C P is an enzyme ci^avable peptide conjugated to A and selected from: 

Cap- Paa -Xa2 -Gly - Xpl - Laa -; 





Cap- Xa2 


-Gly 


-Xpl 


- Laa - 


CapA Paa - 


Xa2 - Gly - 


Xpl 


-Xp2 


- Laa - 


Cap- 


Xa2 - Gly - 


Xpl 


-Xp2 


- Laa - 




Cap- Gly - 


Xpl 


-Xp2 


- Laa - 


Cap- Paa - Xal - 


Gly - Xpl - 


Xp2 


-Xp3 


- Laa - 


Cap- Xa2\ 


Gly - Xpl - 


Xp2 


-Xp3 


- Laa - 


Cap- 


Gly - Xpl - 


Xp2 


-Xp3 


- Laa - 



Cap- Raa - Xa2 - Sar 


-Xpl 


- Laa - 




Cap- Xa2 - Sar 


-Xpl 


- Laa - 




Cap- Paa -Xa2- Sar -Xpl 


-Xp2 


- Laa - 




Cap- Xa2V Sar - Xpl 


-Xp2 


- Laa -; 




Cap-^Sar - Xpl 


-Xp2 


- Laa -; 




Cap- Paa - Xa2 - Sar - Xfol - Xp2 


-Xp3 


- Laa -; 




Cap- Xa2 - Sar - XpR - Xp2 - 


Xp3- 


Laa -; 


and 



Cap- Sar - XplV Xp2 - Xp3 - Laa 

Paa is a Pro, Hyp, Aze, homo-Pro, Chg, Pph, Npa, Tzc, or proline mimetic; 
Xa2 is an amino acid; 

Xpl is an amino acid wherein -Gly-Xpl- or^Sar-Xpl- form a bond cleavable by 

a matrixin; 
Xp2 is an amino acid; 
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Xp3 is an amino acid; 

Laa is an amino acid selected from Leu, Be, Nle, p-homo-Leu, Hoi, Hos, Ala, oc- 
AIjL Cha, Cba, Cba, Cta, 4-pyridyI-Ala, 3-pyridyl-Ala, 2-pyridyl-Ala, 
GlyAAbu, Aib, Iva, Nva, Ahx, Aph, Amh, Phe, Bip, Glu, Arg, Trp, Tyr, 
0-(c\-C 4 alkyl)-Tyr, 0-(phenyl(Ci-C 4 alkyl)-)-Tyr, (C 3 -C 8 alkyl)-Gly, 
and aniinoalkyl carboxylic acid; 



10 



Cap is an N-terminus group selected from R-; Xa4-; and R-Xa4-; 
Xa4- is an amino acid; 
R is an amino capping group; 
and 

A is an antineoplastic agpnt 



2, A compound of Claim 1 wherein A is doxorubicin, a doxorubicin derivative, or 
1 5 a doxorubicin analogue. 

3. A compound of Claim 2 wherein A is doxorubicin. 



4. A compound of Claim 3 of Formula (la) 



25 




or a pharmaceutical^ acceptable saltYorm thereof, wherein; 
E C P is an enzyme cleavable peptide selected from: 

Cap- Paa - Xa2 -\}ly - Xpl - Laa -; 
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\ Cap- Xa2 


-Gly 


-Xpl 


- Laa - 


\ Cap- Paa - Xa2 - Gly - 


Xpl 


-Xp2 


- Laa - 


\ Cap- Xa2 - Gly - 


Xpl 


-Xp2 


- Laa - 


\ Can- Glv - 


Xpl 


- Xp2 


- Laa - 


CapV Paa - Xa2 - Gly - Xpl - 


Xp2 


-Xp3 


- Laa - 


\Cap- Xa2 - Gly - Xpl - 


Xp2 


-Xp3 


- Laa - 


\ Cap- Gly - Xpl - 


Xp2 


-Xp3 


- Laa - 



\ Cap-Paa-Xa2-Sar-Xpl -Laa-; 
\ Cap- Xa2 - Sar - Xpl -Laa-; 

Cafe- Paa - Xa2 - Sar - Xpl - Xp2 - Laa -; 
\ Cap- Xa2 - Sar - Xpl - Xp2 - Laa -; 
\ Cap- Sar - Xp 1 - Xp2 - Laa -; 
Cap- Paa - Xb2 - Sar - Xpl - Xp2 - Xp3 - Laa -; 
Cap- Xa2 - Sar - Xpl - Xp2 - Xp3 - Laa -; and 
CaV Sar - Xpl - Xp2 - Xp3 - Laa -; 

Paa is a Pro, Hyp, Aze, homo-Rro, Chg, Fph, Npa, Tzc, or proline mimetic; 
Xa2 is an amino acid; \ 

Xpl is an amino acid wherein -Gw-Xpl- or -Sar-Xpl- form a bond cleavable by 

a matrixin; \ 
Xp2 is an amino acid; \ 
Xp3 is an amino acid; \ 

Laa is an amino acid selected from Leu, De, Nle, P-homo-Leu, Hoi, Hos, Ala, a- 
Ala, Cha, Cba, Cba, Cta, 4-pyriWl-Ala, 3-pyridyl-Ala, 2-pyridyl-Ala, 
Gly, Abu, Aib, Iva, Nva, Ahx, Aflh, Amh, Phe, Bip, Glu, Arg, Trp, Tyr, 
0-(Ci-C 4 alkyl)-Tyr, 0-(phenyl(c\-C 4 alkyl)-)-Tyr, (C 3 -C 8 alkyl)-Gly, 
and aminoalkyl carboxylic acid; \ 



Cap is an N-terminus group selected from R-; 
Xa4- is an amino acid; 
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a4-; and R-Xa4-; 



R is sfelected from: H 3 CC(=0)s 
\hOC(=0)-(CH 2 ) v C(=0)-, 
\ wherein v is 1, 2, 3, 4, 5, or 6; 
lbcO-(CH 2 CH 2 0) t -CH 2 C(=0)-, 
Hffl2CCH 2 0-(CH2CH20) r CH2C(=0)-, 
H2N-(CH2CH 2 0)t-CH2C(=0)-, and 
H 3 CC(=0)HN-(CH2CH20) r CH 2 C(=0)-, 

\ wherein t is 1, 2, 3, or 4; 
Rl-C(W; 

Ri-NHcUo)-; 

Rl a -CH 2 a(=0)-; 

proline substituted with -OR^; 

C1-C4 alkyl Substituted with 0-1 R 4 ; 

2-carboxypheByl-C(=0)-; and 

-(0=)C-phenylVC(=0)s 

R* is C3-C6 cycloalkyl substituted with 0, 1, or 2 substituents selected from 
-OH, methoxV and -C0 2 H; 
5-6 membered heterocycle; said heterocycle being saturated, partially 
saturated or unsaturated; said heterocycle containing 1, 2, 3, or 4 
heteroatoms selected from N, O, and S; said heterocycle optionally 
substituted with 1 or 2 -OH, methoxy or -C0 2 H; 
phenyl substituted withV), 1, or 2 substituents selected from -OH, 
methoxy and -C0 2 h\ or 

C1-C6 alkyl substituted with 0-4 R la ; 
R 1 * is -OH, C1-C3 alkyl, C1-C4 alkoxy, -C0 2 H, -N(CH 2 CH 2 )2N-R 2 , -SO3H; 
C3-C6 cycloalkyl substituted with 0, 1, or 2 substituents selected from 
methoxy and -OH; \ 
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15 



5-6 membered hetereocycle; said heterocycle being saturated, partially 
saturated or unsaturated; said heterocycle containing 1, 2, 3, or 4 
het&roatoms selected from N, O, and S; said heterocycle optionally 
substituted with 1 or 2 -OH; 

phenyl substituted with 0, 1, or 2 substituents selected from methoxy 
and -( 

R 2 is -H, H 2 N(C 2 -t4 alkyl)-, acetyl(H)N(C 2 -C 4 alkyl)-, or acetyl; 
R 3 is -H, C1-C4 alkVl, C3-C6 cycloalkyl, phenyl, or benzyl; 
R4 is -OH, d-C 3 allLl, C1-C4 alkoxy, -C0 2 H, -N(CH 2 CH 2 ) 2 N-R 2 ; 

C3-C6 cycloalkyfc substituted with 0, 1, or 2 substituents selected from 

methoxy ana -OH; 
5-6 membered hetereocycle; said heterocycle being saturated, partially 
saturated or unsaturated; said heterocycle containing 1, 2, 3, or 4 
heteroatoms selected from N, O, and S; said heterocycle optionally 
substituted withU or 2 -OH; or 
C6-C10 carbocycle subVtituted with 0, 1, or 2 substituents selected from 
methoxy and -OI 



20 
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A compound of Claim 4 of Formula (la), or a pharmaceutically acceptable salt 
form thereof, wherein* 

E C P is an enzyme cleav^)le peptide selected from: 

ip- Paa - Xa2 - Gly - Xpl - Laa -; 
Cap- Xa2 - Gly - Xpl - Laa -; 
Cap- Paa - ka2 - Gly - Xpl - Xp2 - Laa -; 
Cap- X£> - Gly - Xpl - Xp2 - Laa -; 
Cap\Gly - Xpl - Xp2 - Laa -; 
Cap- Paa - Xa2 - Gly - Xtol - Xp2 - Xp3 - Laa -; 
Cap- Xa2 - Gly - Xp\ - Xp2 - Xp3 - Laa -; 
Cap- Gly - Xpl \xp2 - Xp3 - Laa -; 



30 



Paa is a Pro, Hyp, Aze, homo-Pro, Chg, Fpft. Npa, Tzc, or proline mimetic; 
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Xa2 )k an amino acid; 

Xpl is\an amino acid wherein -Gly-Xpl- forms a bond cleavable by a matrixin; 
Xp2 is an amino acid; 
Xp3 is an amino acid; 

Laa is anWnino acid selected from Leu, De, Nle, P-homo-Leu, Hoi, Hos, Ala, p- 
AlV, Cha, Cba, Cba, Cta, 4-pyridyl-Ala, Abu, Aib, Iva, Nva, Phe, Bip, 
T) 

O-beWl-Tyr; and 



10 
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Cap is an N-teVminus group selected from R-; Xa4-; and R-Xa4-; 

Xa4- is an amino acid; 

R is selected frohi: H 3 CC(=0)-; 

HOC(=oi(CH 2 ) v C(=0)-, 

wherein v is 1, 2, 3, or 4; 

H 3 CO-(CHW 2 0) r CH 2 C(=0)-, 

H0 2 CCH 2 oW:H 2 CH 2 0) t -CH 2 C(=0)-, 

H 2 N-(CH 2 CHoO) r CH 2 C(=0)- ) and 

H 3 CC(=0)HN\(CH 2 CH 2 0) t -CH 2 C(=0)-, 
wherein^ is 1, 2, or 3; 

Rl-C(=0)-; 

Rl-S(=0) 2 -; 

Rl-NHC(=0)-; 

Rla-CH 2 C(=0)-; 

proline substituted with -OR^; 

C1-C4 alkyl substitutedWith 0-1 R 4 ; 

H0 3 SCH 2 CH(NH 2 )C(=©)-; 

2-carboxyphenyl-C(=0)-;ynd 

-(0=)C-phenyl-C(=0)-; 
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R 1 is C3-C6 cycloalkyl substituted 



ith 0, 1, or 2 substituents selected from 



10 



15 
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-toH, methoxy and -CO2H; 
5-6 membered heterocycle; said heterocycle being saturated, partially 
saturated or unsaturated; said heterocycle containing 1, 2, 3, or 4 
hetecoatoms selected from N, O, and S; said heterocycle optionally 
substituted with 1 or 2 -OH, methoxy or -CO2H; 
phenyl substituted with 0, 1, or 2 substituents selected from -OH, 
methoxAand -CO2H; or 

C1-C6 alkyl substituted with 0-4 R la ; 

R la is -OH, C1-C3 alk\l, C1-C4 alkoxy, -C0 2 H, -N(CH 2 CH 2 )2N-R 2 , -SO3H; 
C3-C6 cycloalkyl substituted with 0, 1, or 2 substituents selected from 

methoxy and -OH; 
5-6 membered heteredcycle; said heterocycle being saturated, partially 

saturated or unsaturated; said heterocycle containing 1, 2, 3, or 4 

heteroatoms selected from N, O, and S; said heterocycle optionally 

substituted with 1 o\ 2 -OH; 
phenyl substituted with 0, \, or 2 substituents selected from methoxy 

and -OH; 

R 2 is -H, H 2 N(C2-C4 alkyl)-, acety}{H)N(C 2 -C 4 alkyl)-, or acetyl; 

R^ is -H, C1-C4 alkyl, C3-C6 cycloalkyl, phenyl, or benzyl; 

R 4 is -OH, C1-C3 alkyl, Q-C4 alkoxy\ -C0 2 H, -N(CH 2 CH 2 ) 2 N-R 2 ; 

C3-C6 cycloalkyl substituted with\0, 1, or 2 substituents selected from 

methoxy and -OH; 
5-6 membered hetereocycle; said heterocycle being saturated, partially 
saturated or unsaturated; said heterocycle containing 1, 2, 3, or 4 
heteroatoms selected from N, 0,^nd S; said heterocycle optionally 
substituted with 1 or 2 -OH; or 
Q-C10 carbocycle substituted with 0, 1, \r 2 substituents selected from 
methoxy and -OH. 
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The compound of Claim 5, wherein -Gly-Xpl- forms a bond cleavable by the 
matrixin selected from MMP-2, MMP-9, and MMP-14. 



The compound of Claim 5, wherein -Gly-Xpl- forms a bond cleavable by the 
matrixin selected from MMP-2 and MMP-9. 

The compound of Claim 5, wherein -Gly-Xpl- forms a bond cleavable by the 
matrixin MMP-14. 

The compound of Claim 5, wherein -Gly-Xpl- forms a bond cleavable by 
MMP-2 , MMP-9, and MMP-14. 



compound of Claim 5 of Formula (la), or a pharmaceutical^ acceptable salt 
fonrhtfiereof, wherein; 

E C P is ar^nzyme cleavable peptide selected from: 

Cap- Paa - Xa2 - Gly - Xpl - Laa -; 
Cap- Xa2 - Gly - Xpl - Laa -; 
Ca R - Paa - Xa2 - Gly - Xpl - Xp2 - Laa -; 

Xa2-Gly-Xpl -Xp2-Laa-; 
Cap- Gly - Xpl - Xp2 - Laa 
Cap- Paa - Xa2 - CHV - Xpl - Xp2 - Xp3 - Laa -; 
Cap- Xa2 - Gly-Xpl - Xp2 - Xp3 - Laa -; 
Cap- Gly - Xk - Xp2 - Xp3 - Laa 



wherein -Gly-Xpl- forms a bond cleavableSby a matrixin; 



Paa is a Pro, Hyp, Aze, homo-Pro, Chg, Fph, Npa, Tzc, or proline mimetic of 




formula: R 3 ; wherein R 5 is selected from H, halogen, 

Q-C6 alkyl, -OH, Q-C6 alkoxy, and benzyloxy; ano^n is 2, 3, 4, or 5; 



is an amino acid selected from 

Hof, Leu, His, Arg, Gin, lie, Val, Lys, (R)-Leu, Orn, p-Ala, y-Abu, Cha, 
^hg, Dap, Cit, N-methyl-Leu, valerolactam, N,N-dimethyl-Lys, 4-aza- 
Ph\ morpholinylpropyl-Gly, N-methylpiperazinepropyl-Gly, 4-aza-Hof, 
Ala, Asn, Asp, Aze, Cys, Glu, Gly, Hyp, Irg, Met, Phe, Phe(4-fluoro), 
Pro, Sar^er, Thr, Trp, Tyr, Cya, Hca, and Spa; 

Xpl is an amino acickselected from Hof; Leu; Bip; Phe; nor-Leu; Tha; Phg; Val; 
Glu; Asn; Ser; Ala; homo-Tyr; Aze; 4-aza-Hof; 0-(3-pyridyl)-Tyr; 
0-(4-pyridyl)-Tyrc O-benzyl-Tyr; O-benzyl-Thr; O-benzyl-Ser; 
O-methyl-Ser; O-aJWl-Ser; 4-nitro-Hof; N-methyl-Leu; 
0-(4-pyridylmethyl)-^yr; 4-hydroxy-phenyl-Gly; phenylpropyl-Gly; 
styryl-Ala , or 2Nal; 

Xp2 is an amino acid selected fn)m Tyr; Ala; Ser; Leu; Gin; Val; Glu, His; 
Lys; Arg; Orn; Aze; Hof; h^mo-Tyr; Cit; 4-aza-Phe; N,N-Dimethyl- 
Lys; Dab; Dap; Asn, Asp, Aze, Cha, Cys, Gly, Hyp, He, Irg, Met, Phe, 
Phe(4-fluoro), Pro, Sar, Thr, Tip, Cya, Hca, Spa, morpholinylpropyl- 
Gly; 0-(4-pyridylmethyl)-Tyr; aiui N-methylpiperazinepropyl-Gly; 

Xp3 is an amino acid selected from Tyr, A\k Ser, Leu, Hof, Arg, Asn, Asp, Aze, 
Cha, Cys, Dpa, Gin, Glu, Gly, His, Hy^, He, Irg, Lys, Met, Orn, Phe, 
Phe(4-fluoro), Pro, Sar, Thr, Trp, and 

Laa is an amino acid selected from Leu, lie, Nle, P-nomo-Leu, Hoi, Hos, Ala, p- 
Ala, Cha, Cba, Cba, Cta, 4-pyridyl-Ala, AbuAAib, Iva, Nva, and Phe; 

Cap is an N-terminus group selected from R-; Xa4-; and R-Xa4-; 

Xa4- is an amino acid selected from Gly, Pro, y-GIu, DmgAAla, Arg, Asn, Asp, 
P-Asp, Aze, Cha, Cys, Dpa, Gin, Glu, His, Hyp, Ile,^rg, Leu, Lys, Met, 
Orn, Phe, Sar, Ser, Thr, Trp, Tyr, or Val; 
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; selected from: H 3 CC(=0)-; 
HOC(=0)CH 2 CH 2 C(=0)-; 
VHOC(=0)CH 2 CH 2 CH 2 C(=0)-; 
iOC(=0)CH 2 CH 2 CH 2 CH 2 C(=0)-; 

h\coch 2 ch 2 och 2 c(=o)-, 

H 3 GOCH 2 CH 2 OCH 2 CH 2 OCH 2 C(=0)-, 

ho 2 Vch 2 och 2 ch 2 och 2 c(=o)-, 

H 2 NCH 2 CH 2 0CH 2 C(=0K 
H 2 NCHbCH 2 OCH 2 CH 2 OCH 2 C(=0)-, 
H 3 CC(=©)HNCH 2 CH 2 OCH 2 C(=0)-, 
H 3 CC(=o\hNCH 2 CH 2 OCH 2 CH 2 OCH 2 C(=0)- 

H 2 NCH 2 CH 2 N(CH 2 CH 2 ) 2 NCH 2 C(0)-; 
H 3 CC(=0)HNCH 2 CH 2 N(CH 2 CH 2 ) 2 NCH 2 C(0)- 

H 3 CC(=0)N(CH 2 CH 2 ) 2 NCH 2 C(0)-; 

0(CH 2 CH 2 ) 2 NCH 2 CH 2 NHC(0)- 
H0 2 CCH 2 C(ckH)(OH)CH 2 C(=0)-, 
H0 2 CCH 2 C(CHs)(OH)CH 2 C(=0)-, 
2-carboxycycloheWl-C(=0)-; 

2- carboxycycloperityl-C(=0)-; 
carbobenzyloxy; 
4-methoxy-benzeneilulfonyl; 
cyclopropylcarbonyl;^ 
cyclobutylcarbonyl; 

3- pyridinecarbonyl; 
2-pyrazinecarbonyl; 
tetrazoleacetyl; 
pivaloyl; 
methoxyacetyl; 
hydroxyproline; and 

4- (2-(5&7,8-tetrahydronaphthe^yl))butyl. 
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1 1. The compound of Claim 10, wherein -Gly-Xpl- forms a bond cleavable by the 
matrixin selected from MMP-2 , MMP-9, and MMP-14. 

12. The compound of Claim 10, wherein -Gly-Xpl- forms a bond cleavable by the 
matrixin selected from MMP-2 and MMP-9. 

13. The compound of Claim 10, wherein -Gly-Xpl- forms a bond cleavable by the 
matrixin MMP-14. 

14. The compound of Claim 10, wherein -Gly-Xpl- forms a bond cleavable by 
MMP-2 , MMP-9, and MMP-14. 



15. A compourtd of Claim 10 of Formula (la), or a pharmaceutically acceptable salt 
form thereofXwherein; 

E C P is an enzyme cleavable peptide selected from: 

\ Cap- Paa - Xa2 - Gly - Leu - Laa -; 

\ Cap- Paa - Xa2 - Gly - Hof - Laa -; 
\ Cap- Xa2 - Gly - Leu - Laa -; 

\ Cap- Xa2 - Gly - Hof - Laa -; 

Cab Paa - Xa2 - Gly - Leu - Xp2 - Laa -; 
Cap-Vaa - Xa2 - Gly - Hof - Xp2 - Laa -; 
Cap- Xa2 - Gly - Leu-- Xp2 - Laa -; 
Cto- Xa2 - Gly - Hof - Xp2 - Laa -; 
\ Cap- Gly - Leu - Xp2 - Laa -; and 
\ Cap- Gly - Hof - Xp2 - Laa -; 

wherein -Gly-Leu- and -Gly-H&f- form a bond cleavable by a matrixin; 

Paa is a Pro, Hyp, Aze, homo-PrA, or Npa; 

Xa2 is an amino acid selected fronA 
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Hot Leu, His, Arg, Gin, lie, Val, Lys, (R)-Leu, Ora, p-Ala, y-Abu, Cha, 
ChgADap, Cit, N-methyl-Leu, valerolactam, N,N-dimethyl-Lys, 4-aza- 
Phe, riaorpholinylpropyl-Gly, N-methylpiperazinepropyl-Gly, 4-aza-Hof, 
Ala, AW Asp, Aze, Cys, Glu, Gly, Hyp, Irg, Met, Phe, Phe(4-fluoro), 
Pro, Sar\ Ser, Thr, Trp, Tyr, Cya, Hca, and Spa; 

Xp2 is an amino efcid selected from Tyr; Ala; Ser; Leu; Gin; Val; Glu, His; 
Lys; Arg; Ctai; Aze; Hof; homo-Tyr; Cit; 4-aza-Phe; N,N-Dimethyl- 
Lys; Dab; Dkp; Asn, Asp, Aze, Cha, Cys, Gly, Hyp, De, Irg, Met, Phe, 
Phe(4-fluonA Pro, Sar, Thr, Trp, Cya, Hca, Spa, morpholinylpropyl- 
Gly; 0-(4-pyritiylmethyl)-Tyr; and N-methylpiperazinepropyl-Gly; 

Laa is an amino acid selected from Leu, Cha, Nle, and Hoi; 
Cap is an N-terminus group selected from R-; Xa4-; and R-Xa4-; 
Xa4- is an amino acid selected from Gly, Pro, y-Glu, and Dmg; 

R is selected from: H 3 CC(W>)-; 

HOC(=0)CH 2 CH 2 i(=0)-; 

HOC(=0)CH2CH 2 OH 2 C(=0)-; 

HOC(=0)CH 2 CH 2 CM 2 CH 2 C(=0)-; 

H 3 COCH 2 CH 2 OCH 2 ffi(=0)-, 

H 3 COCH 2 CH 2 OCH 2 GH 2 OCH 2 C(=0)-, 

H0 2 CCH 2 OCH 2 CH 2 OCH 2 C(=0)-, 

H 2 NCH 2 CH 2 OCH 2 C(=©)-, 

H 2 NCH 2 CH 2 OCH 2 CH 2 OCH2C(=0)-, 

H 3 CC(=O)HNCH 2 CH 2 O0H 2 C(=O)-, 

H 3 CC(=0)HNCH 2 CH 2 OCM 2 CH 2 OCH 2 C(=0)-, 

H 2 NCH2CH2N(CH2CH2)2NaH 2 C(0)-; 

H 3 CC(=0)HNCH 2 CH2N(Ch\cH2)2NCH 2 C(0)-; 

H 3 CC(=0)N(CH 2 CH2)2NCH 2 C(0)-; 

0(CH 2 CH2)2NCH 2 CH2NHC((i- 
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h62CCH2C(C0 2 H)(OH)CH2C(=0)- ) 
HdcCH 2 C(CH3)(OH)CH2C(=0)-, 
2-caVboxycyclohexyl-C(=0>; 

2- caM)oxycyclopentyl-C(=0)-; 

carbooenzyloxy; 
4-metAoxy-benzenesulfonyl; 
cyclopropylcarbonyl ; 
cyclobulylcarbonyl; 

3- pyridifoecarbonyl; 
2-pyrazinecarbonyl; 
tetrazolealptyl; 
pivaloyl; 
methoxyac&tyl; 
hydroxyprolme; and 

4- (2-(5,6,7,8\tetrahydronaphthenyl))butyl. 



16. The compound of Claim 15, wherein -Gly-Leu- and -Gly-Hof- form a bond 
cleavablebythe matrixin selected from MMP-2, MMP-9, and MMP-14. 

17. The compound of Clann 15, wherein -Gly-Leu- and -Gly-Hof- form a bond 
cleavablebythe matrixin selected from MMP-2 and MMP-9. 

18. The compound of Claim 15, wherein -Gly-Leu- and -Gly-Hof- form a bond 
cleavable by the matrixin MMP-14. 

19. The compound of Claim 15, wherein -Gly-Leu- and -Gly-Hof- form a bond 
cleavable by MMP-2 , MMP-9, and MMP-14. 



20. A compound of C]ajm^5 of Formula (la), or a pharmaceutical^ acceptable salt 
form thereof, wherein; 

E C P is an enzyme cleavable Vptide selected from: 

Cap- Vaa - Xa2 - Gly - Leu - Leu -; 
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Cap- Paa - 


■Xa2 


-Gly- 


- Leu - 


Cha-; 


Cap- Paa 


-Xa2 


-Gly 


- Leu - 


Nle -; 


Cap- Paa 


-Xa2 


-Gly 


- Leu - 


Hoi -; 


Cap- Paa 


-Xa2 


-Gly 


-Hof- 


Leu -; 


Cap- Paa - 


■Xa2 


-Gly- 


■Hof- 


Cha-; 


l Cap- Paa 


-Xa2 


-Gly 


-Hof- 


• Nle -; 


\ Cap- Paa 


-Xa2 


-Gly 


-Hof- 


Hoi-; 


Ckp- Paa - Xa2 


-Gly- 


Leu - 


■Xp2- 


Leu -, 


CaA- Paa - Xa2 - 


Gly- 


Leu - 


Xp2- 


Cha 


Cap\Paa - Xa2 


-Gly 


- Leu 


-Xp2- 


-Nle- 


Cap- Raa - Xa2 


-Gly- 


■ Leu - 


■Xp2- 


•Hol- 


Pan- PAa - Ya? 


- Glv - 


Hof ■ 


- Xd2 - 


Leu - 


Cap- Paa\- Xa2 


■Gly- 


Hof- 


Xp2- 


Cha- 


Cap- Paa\Xa2 


-Gly 


-Hof 


-Xp2- 


-Nle- 


Cap- Paa - Va2 


-Gly- 


-Hof 


-Xp2- 


-Hol- 



wherein -Gly-Leu- and -Gly-Hof\ form a bond cleavable by a matrixin; 

Paa is a Pro, Hyp, Aze, homo-Pro, ox Npa; 

Xa2 is an amino acid selected from \ 

Hof, Leu, His, Arg, Gin, He, Vak Lys, (R)-Leu, Orn, p-Ala, y-Abu, Cha, 
Chg, Dap, Cit, N-methyl-Leu, valftrolactam, N,N-dimethyl-Lys, 4-aza- 
Phe, morpholinylpropyl-Gly, N-meWlpiperazinepropyl-Gly, 4-aza-Hof, 
Ala, Asn, Asp, Aze, Cys, Glu, Gly, lW Irg> Met, Phe, Phe(4-fluoro), 
Pro, Sar, Ser, Thr, Trp, andTyr; \ 

Xp2 is an amino acid selected from Tyr; Ala; S6r; Leu; Gin; Val; Glu, His; 
Lys; Arg; Orn; Aze; Hof; homo-Tyr; Cit; 4-aza-Phe; N,N-Dimethyl- 
Lys; Dab; Dap; Asn, Asp, Aze, Cha, Cys, G1V, Hyp, He, Irg, Met, Phe, 
Phe(4-fluoro), Pro, Sar, Thr, Trp; morpholinyWopyl-Gly; 0-(4- 
pyridylmethyl)-Tyr; and N-methylpiperazinepr6pyl-Gly; 
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Cap is N-terminus group selected from R-; Xa4-; and R-Xa4-; 
Xa4- is ah amino acid selected from Gly, Pro, y-Glu, and Dmg; 

R is selectecMrom: H3CC(=0)-; 

HOC(40)CH 2 CH 2 C(=0)-; 
HOC(=©)CH 2 CH 2 CH 2 C(=0)-; 
HOC(=0)CH 2 CH 2 CH 2 CH 2 C(=0)-; 
H 3 COCH 2 GH 2 OCH 2 C(=0)-; 
H3COCH 2 CH 2 OCH 2 CH 2 OCH 2 C(=0)-; 
2-carboxycycl&hexyl-C(=0)-; 
2-carboxycyclo©entyl-C(=0)-; and 
tetrazoleacetyl. \ 



The compound of Claim 20, wherein -Gly-Leu- and -Gly-Hof- form a bond 
cleavable by the matrixin selected from MMP-2, MMP-9, and MMP-14. 

The compound of Claim 20, wherein -Gly-Leu- and -Gly-Hof- form a bond 
cleavable by the matrixin selected from MMP-2 and MMP-9. 

The compound of Claim 20, wherein -Gly-Leu- and -Gly-Hof- form a bond 
cleavable by the matrixin MMP-14. 

The compound of C laim 20, wherein -Gly-Leu- and -Gly-Hof- form a bond 
cleavable by MMP-2 , MMP-9, and MMP-14. 



A compound of Claim 15 of Formula (la), or a pharmaceutically acceptable salt 
form thereof, wherein^ 

E C P is an enzyme cleavabl^ peptide selected from; 

Cap- Xa2 - Gly - Leu - Leu -; 
:ap- Xa2 - Gly - Leu - Cha -; 
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Cap- Xa2 - 
Cap- Xa2 - 
Cap- Xa2 - 
Cap- Xa2 - 
Cap- Xa2 - 
Cap- Xa2 - 
Cap- Xa2 - Gly - 
Cap- Xa2 - Gly ■ 
Cap- Xa2 - Gly 
Cap- Xa2 - Gly 
Cap- Xa2 - Gly 
Cap- Xa2 - Gly 
\Cap- Xa2 - Gly 
>p- Xa2 - Gly 



Gly - Leu - 
Gly - Leu - 
Gly-Hof- 
Gly-Hof- 
-Gly-Hof 
Gly-Hof- 
Leu - Xp2 ■ 
Leu - Xp2 - 
Leu - Xp2 - 
Leu - Xp2 - 
Hof-Xp2- 
Hof-Xp2- 
Hof-Xp2- 
-Hof-Xp2- 



Nle -; 
Hoi -; 
Leu -; 
Cha-; 
• Nle -; 
Hoi -; 
Leu -; 
Cha -; 

- Nle -; 

- Hoi -; 

- Leu - ; 
Cha -; 
Nle -; and 
Hoi -; 



wherein -Gly-Leu- and -Gl\-Hof- form a bond cleavable by a matrixin; 



Xa2 is an amino acid selected from 

Hof, Leu, His, Arg, GlnW VaL Lys, (R)-Leu, Orn, |3-Ala, y-Abu, Cha, 
Chg, Dap, Cit, N-methyl-W valerolactam, N,N-dimethyl-Lys, 4-aza- 
Phe, morpholinylpropyl-GlV N-methylpiperazinepropyl-Gly, 4-aza-Hof, 
Ala, Asn, Asp, Aze, Cys, GluX Gly, Hyp, Irg, Met, Phe, Phe(4-fluoro), 
Pro, Sar, Ser, Thr, Trp, andT) 

Xp2 is an amino acid selected from Tyr.W Ser ' Leu; Gin; Val; Glu, His; 
Lys; Arg; Orn; Aze; Hof; homo-TyV Cit; 4-aza-Phe; N,N-Dimethyl- 
Lys; Dab; Dap; Asn, Asp, Aze, ChaW Gly, Hyp, De, Irg, Met, Phe, 
Phe(4-fluoro), Pro, Sar, Thr, Trp; morbholinylpropyl-Gly; 0-(4- 
pyridylmethyl)-Tyr; and N-methylpipekinepropyl-Gly; 

Cap is an N-terminus group selected from R-; Xa4-; and R-Xa4-; 
Xa4- is an amino acid selected from Gly, Pro, Y-g\u, and Dmg; 
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R is selected Yrom: H3<X(=0)-; 

HOC(^0)CH 2 CH 2 C(=0)-; 
HOC(=<^H 2 CH 2 CH 2 C(=0)-; 
HOC(=0)QH 2 CH 2 CH 2 CH 2 C(=0)-; 
H 3 COCH 2 CKbOCH 2 C(=0)-; 

2-carboxycycIohe^yl-C(=0)-; 
2-carboxycyclopent\l~C(==0)-; and 
tetrazoleacetyl. 



26, The compound of Claim 25, wherein -Gly-Leu- and -Gly-Hof- form a bond 
cleavable by the matrixin selected from MMP-2, MMP-9, and MMP-14. 

15 27. The compound of Claim 25, wherein -Gly-Leu- and -Gly-Hof- form a bond 
cleavable by the matrixin selected from MMP-2 and MMP-9. 
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28. The compound of Claim 25, wherein -Gly-Leu- and -Gly-Hof- form a bond 
cleavable by the matrixin MMP-14. 

29. The compound of Claim 25, wherein -Gly-Leu- and -Gly-Hof- form a bond 
cleavable by MMP-2, MMP-9, and MMP-14. 



A compound crfCteiiw 4 of Formula (I), or a pharmaceutically acceptable salt 
form thereof, whekein; 

E C P is an enzyme cleavable peptide selected from: 



SEQ. ID. NO: 18! 
SEQ. ID. NO: 186 
SEQ. ID. NO: 187 
SEQ. ID. NO: 188 
SEQ. ID. NO: 189 



R-Y-E -P-Orn-G-Hof-E-L- 
R-Y-E -P-L-G-(0-benzyl-S)-Y-L- 
: Y-E -P-L-G-(0-benzyl-S)-Y-Nle- 
R -P-L-G-(0-benzyl-S)-Y-L 
-P-L-G-(0-methyl-S)-Y-L 
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SEQ. ID. NO: 190: 
SfeQ. ID. NO: 191: 
SEQ. ID. NO: 192: 
SEQi ID. NO: 193: 
SEQ.V>. NO: 194: 
SEQ. D). NO: 195: 
SEQ. IDNNO: 196: 
SEQ. ID. NO: 197: 
SEQ. ID. NO: 198: 
SEQ. ID. N0\ 199: 
SEQ. ID. NO:E00: 
SEQ. ID. NO: 2^1: 
and 

SEQ. ID. NO: 



R -P-L-G-(azaHof)-Y-L-; 
R -P-L-G-Hof-Y-L-; 
R -P-M3-Hof-E-L-; 
R -P-L-G-(0-benzyl-S)-Y-Nle-; 
R -P-L-G-(0-methyl-S)-Y- NIe -; 
R -P-L-G-(azaHof)-Y- Nle -; 
R-P-L-G-Hof-Y-Nle-; 
R -P-L-G-Hof-E- Nle -; 
R -P-L-G-(0-benzyl-S)-Y-Hol-; 
R -P-L-G-(0-methyl-S)-Y- Hoi -; 
R -P-L-G-(azaHof)-Y- Hoi -; 
R -P-L-G-Hof-Y- Hoi -; 

R -P-L-G-Hof-E- Hoi -; 



R is selected from: H3CC(=( 
HOC(=0)-(CH 2 ) v C(=( 

wherein v is 1, 2\3, 4, 5, or 6; 
H 3 CO-(CH 2 CH20) r CH2C(=0)-, 
H0 2 CCH20-(CH2CH 2 0)t\cH2C(=0)-, 

H 2 N-(CH2CH20)rCH 2 C(=©)-, and 
H 3 CC(=0)HN-(CH2CH 2 0) r \j:H2C(=0)-, 

wherein t is 1, 2, 3, or- 
Rl-C(=0)-; 
r1-S(=0) 2 -; 
Rl-NHC(=0)-; 
Rla-CH 2 C(=0)-; 
proline substituted with -OR 3 ; 
C1-C4 alkyl substituted with 0-1 R 4 ; 
2-carboxyphenyl-C(=0)-; and 
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-(C5p)C-phenyl-C(=0)-; 



Rl is C3-C6 cycloalkyl substituted with 0, 1, or 2 substituents selected from 
-OH, methoxy and -CO2H; 
5-6 membered heterocycle; said heterocycle being saturated, partially 
saturated or unsaturated; said heterocycle containing 1, 2, 3, or 4 
heteroatoms selected from N, O, and S; said heterocycle optionally 
substituted with 1 or 2 -OH, methoxy or -CO2H; 
phenyl substituted with 0, 1, or 2 substituents selected from -OH, 
methoxy and -C0 2 H; or 

Q-C6 alkyl substituted with 0-4 R la ; 

R la is -OH, C1-C3 alkylta-Q alkoxy, -C0 2 H, -N(CH 2 CH 2 ) 2 N-R 2 , -SO3H; 
C3-C6 cycloalkyl substituted with 0, 1, or 2 substituents selected from 

methoxy and -OH; 
5-6 membered hetereoaycle; said heterocycle being saturated, partially 

saturated or unsatiWed; said heterocycle containing 1, 2, 3, or 4 

heteroatoms selected from N, O, and S; said heterocycle optionally 

substituted with 1 ort2 -OH; 
phenyl substituted with 0, ^ or 2 substituents selected from methoxy 

and -OH; 

R 2 is -H, H 2 N(C 2 -C 4 alkyl)-, acetykH)N(C 2 -C 4 alkyl)-, or acetyl; 

R^ is -H, C1-C4 alkyl, C3-C6 cycloalkyl, phenyl, or benzyl; 

R 4 is -OH, C1-C3 alkyl, CjQ alkoxA -C0 2 H, -N(CH 2 CH 2 ) 2 N-R 2 ; 

C3-C6 cycloalkyl substituted with\0, 1, or 2 substituents selected from 

methoxy and -OH; 
5-6 membered hetereocycle; said heterocycle being saturated, partially 

saturated or unsaturated; said heterocycle containing 1, 2, 3, or 4 

heteroatoms selected from N, O, Jpid S; said heterocycle optionally 

substituted with 1 or 2 -OH; or 
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C6-Ci(j\carbocycle substituted with 0, 1, or 2 substituents selected from 
methpxy and -OH. 



A compound of Claim 30 of Formula (I), or a pharmaceutical^ acceptable salt 
form thereofXwherein; 



E C P is an enzyme cleavable peptide selected from: 


SEQ. n)\NO: 


185: 


R-y-E -P-Orn-G-Hof-E-L- 


SEQ. ID. NlO: 


186: 


R-y-E -P-L-G-(0-benzyl-S)-Y-L- 


SEO ID NO/ 


187: 


p -v-E -P-L-G-fO-benzvl-SVY-Nle- 


cpn TD NO* 


VL OO. 


R -P-L-G-fO-benzvl-SVY-L- 


SFO TD NO- 




R -P-L-G-(0-methvl-SVY-L- 


td mo* 


iota- 


p -P-L-G-fa7aHofi-Y-L- 

lx 1 x_> vj yuXidxxvjx^ x. x— * 


CFO TD NO- 


1Ql\ 


R -P-L-G-Hof-Y-L- 

xx x J — i vj x xvyx x xj 


SFO TD NO- 


192* > 


i R -P-L-G-Hof-E-L- 


<5Fn TD NO* 




\ R .p_T -fi-rO-hen7vl-SVY-Nle- 


SEQ. ID. NO: 


194: 


\ K -r-L-vj-(U-metnyl-o )- r - iNie - 


SEQ. ID. NO: 


195: 


\ R -P-L-G-(azaHof)-Y- Nle - 


SEQ. ID. NO: 


196: 


\ R -P-L-G-Hof-Y- Nle - 


SEQ. ID. NO: 


197: 


\ R -P-L-G-Hof-E- Nle - 


SEQ. ID. NO: 


198: 


R\-P-L-G-(0-benzyl-S)-Y-Hol- 


SEQ. ID. NO: 


199: 


R -p\L-G-(0-methyl-S)-Y- Hoi - 


SEQ. ID. NO: 


200: 


R\-P-L-G-(azaHof)-Y- Hoi - 


SEQ. ID. NO: 


201: 


\ R -P-L-G-Hof-Y- Hoi - 


and 






SEQ. ID. NO: 202: 


R-P-L-G-Hof-E-Hol- 



R is selected from: H 3 CC(=0)-; 

H0C(=0)CH 2 CH 2 C(=0)-; 
HOC(=0)CH 2 CH 2 CH 2 C(=0)-; 
HOC(=0)CH 2 CH 2 CH 2 CH 2 C(=0)-; 
H 3 C0CH 2 CH 2 0CH 2 C(=0)-, 



-96- 



H 3 CQCH2CH20CH 2 CH20CH2C(=0)-, 
H0 2 CfiH20CH2CH20CH 2 C(=OK 

h 2 nch\ch 2 och 2 c(=o)-, 

H 2 NCH2WoCH 2 CH 2 OCH2C(=0)- ) 

H3CC(=0)HNCH2CH 2 OCH2C(=0)-, 

H 3 CC(=0)HNCH2CH20CH2CH 2 OCH2C(=0)-, 

H 2 NCH 2 CH 2 M(CH 2 CH 2 ) 2 NCH 2 C(0)-; 

H3CC(=0)HNCH 2 CH 2 N(CH 2 CH 2 ) 2 NCH 2 C(0)-; 

H 3 CC(=0)N(CH 2 CH 2 ) 2 NCH 2 C(0)-; 

0(CH 2 CH 2 ) 2 NOH 2 CH2NHC(0)- 

H0 2 CCH 2 C(Co\h)(OH)CH2C(=0)-, 

H0 2 CCH2C(CH 3 \(OH)CH2C(=0)-, 

2-carboxycyclohexyl-C(=0)-; 

2- carboxycyclopentvl-C(=0)-; 
carbobenzyloxy; \ 
4-methoxy-benzenesuIf onyl ; 
cyclopropylcarbonyl; \ 
cyclobutylcarbonyl; \ 

3- pyridinecarbonyl; \ 
2-pyrazinecarbonyl; \ 
tetrazoleacetyl; \ 
pivaloyl; \ 
methoxyacetyl; \ 
hydroxyproline; and \ 

4- (2-(5,6,7,8-tetrahydronaphthert^l))butyl. 

A compound of Clajni 30 of Formula (I), qr a pharmaceutically acceptable salt 
form thereof, wherein; \ 
E C P is an enzyme cleavable peptide selected worn: 

SEQ. ID. NO: 185: R-y-EyP-Orn-G-Hof-E-L-; 

SEQ. DO. NO: 1 86: R-y-E -P-L-G\(0-benzyl-S)- Y-L-; 
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R -y-E -P-L-G-(0-benzyl-S)-Y-Nle- 
R -P-L-G-(0-benzyl-S)-Y-L- 
R -P-L-G-(0-methyl-S)-Y-L- 
R -P-L-G-(azaHof)-Y-L- 
R -P-L-G-Hof-Y-L- 
R -P-L-G-Hof-E-L- 
R -P-L-G-(0-benzyl-S)-Y-Nle- 
R -P-L-G-(0-methyl-S)-Y- Nle - 
R -P-L-G-(azaHof)-Y- Nle - 
R -P-L-G-Hof-Y- Nle - 
R -P-L-G-Hof-E- Nle - 
R -P-L-G-(0-benzyl-S)-Y-Hol- 
R -P-L-G-(0-methyl-S)-Y- Hoi - 
R -P-L-G-(azaHof)-Y- Hoi - 
R -P-L-G-Hof-Y- Hoi - 

R -P-L-G-Hof-E- Hoi -; 



R is selected from: H3CC(=0)A; 
HOC(=0)CH 2 CH 2 C(=( 
HOC(=0)CH 2 CH 2 CH 2 CY=0)-; 
HOC(=0)CH 2 CH 2 CH 2 CftC(=0)-; 
H 3 COCH 2 CH 2 OCH 2 C(=0) 
H 3 COCH 2 CH 2 OCH 2 CH 2 OqH 2 C(=0)-; and 
tetrazoleacetyl. 



33. The compound onClaim 1 selected from 



SEQ.ID.NO: 1 
SEQ.ID.NO: 2 
SEQ.ID.NO: 3 
SEQ.ID.NO: 4 
SEQ.ID.NO: 5 




xy-benzenesulfonyl- P -Ala-G-Hof-Y-L-Dox 
1,2-C 6 H4 (CO) 2 -H-G-Hof-Y-L-Dox 
acetyl -P-L-G-L-L-Dox 
acetyl -P-(R )L-G-L-L-Dox 
acetyl -P -(p -Ala) -G-L-L-Dox 
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SEQ.ID.NO: 6 
SEqNiD.NO: 7 
SEQ.BXNO: 8 
SEQ.EXNO: 9 
SEQ.ID.NO: 10 
SEQ.ID.NQ: 11 
SEQ.ID.NoNl2 
SEQ.ID.NO: 1 
SEQ.ID.NO: 17 
SEQ.ID.NO: 18 
SEQ.ID.NO: 19 
SEQ.ID.NO: 20 
SEQ.ID.NO: 21 
SEQ.ID.NO: 22 
SEQ.ID.NO: 23 
SEQ.ID.NO: 24 
SEQ.ID.NO: 25 
SEQ.ID.NO: 26 
SEQ.ID.NO: 27 
SEQ.ID.NO: 28 
SEQ.ID.NO: 29 
SEQ.ID.NO: 30 
SEQ.ID.NO: 31 
SEQ.ID.NO: 32 
SEQ.ID.NO: 33 
SEQ.ID.NO: 34 
SEQ.ID.NO: 35 
SEQ.ID.NO: 36 
SEQ.ID.NO: 37 
SEQ.ID.NO: 38 
SEQ.ID.NO: 41 
SEQ.ID.NO: 42 
SEQ.ID.NO: 43 
SEQ.ID.NO: 44 
SEQ.ID.NO: 45 
SEQ.ID.NO: 46 
SEQ.ID.NO: 47 
SEQ.ID.NO: 48 
SEQ.ID.NO: 49 
SEQ.ID.NO: 50 
SEQ.ID.NO:51 
SEQ.ID.NO: 52 
SEQ.ID.NO: 53 
SEQ.ID.NO: 55 
SEQ.ID.NO: 58 
SEQ.ID.NO: 59 
SEQ.ID.NO: 60 
SEQ.ID.NO: 61 



acetyl -P -(y-Abu) -G-L-L-Dox; 
acetyl -P-Cha-G-L-L-Dox; 

P-L-G-L-L-Dox; 
MeOCH 2 CH 2 OCH 2 C(=0)-P-L-G-L-L-Dox; 
MeOCH 2 CH 2 OCH 2 CH 2 OCH 2 C(=0)-P-L-G-L-L-Dox; 
H 2 NCH 2 CH 2 N(CH 2 CH 2 ) 2 NCH 2 C(=0)-P-L-G-L-L-Dox; 
AcHNCH 2 CH 2 N(CH 2 CH 2 ) 2 NCH 2 C(=0)-P-L-G-L-L-Dox; 

AcN(CH 2 CH 2 ) 2 NCH 2 C(=0)-P-L-G-L-L-Dox; 

Dmg- P-R-Sar-Hof-L-Dox; 
acetyl-P-H-G-Hof-L-Dox; 
acetyl-P-Orn-G-Hof-L-Dox; 
acetyl-P-Dap-G-Hof-L-Dox; 
acetyl-P-Cit-G-Hof-L-Dox; 
acetyl-P-L-G-(0-(3-pyridyl-))Y-L-Dox; 
acetyl-P-L-G-(0-(4-pyridyl-))Y-L-Dox; 
acetyl-P-L-G-(4-aza-)Hof-L-Dox; 
acetyl-P-L-G-(0-benzyl-)S-L-Dox; 
Cbz-P-L-G-(0-(4-pyridylmethyl-))Y-L-Dox; 

acetyl -P-L-Sar-L-L-Dox; 
acetyl -P- (N-Me-)L-G-L-L-Dox; 
acetyl -P- L-G-(N-Me-)L-L-Dox; 
acetyl -Hyp- L-G-L-L-Dox; 
acetyl -Tzc- L-G-L-L-Dox; 
acetyl -( Homo-P)-L-G-L-L-Dox; 
acetyl -( Homo-P)-L-G- Hof -L-Dox; 
acetyl -( Homo-P)-Orn-G- Hof -L-Dox; 
acetyl -Nipecotate -L-G-L-L-Dox; 
acetyl -Aze-L-G-L-L-Dox; 
acetyl -Chg -L-G-L-L-Dox; 
acetyl -P-valerolactam -G-L-L-Dox; 

acetyl -L-G-L-Y-L-Dox; 
cVclopropylcarbonyl -L-G-L-Y-L-Dox; 
c\clobtffylcarb®nyl -L-G-L-Y-L-Dox; 

pivaloyl -L-G-L-Y-L-Dox. 

Hyp-G-P-L-G-L-L-Dox; 
|acetyl^P-L-G-L-A-L-Dox; 
-P-L-G-L-Y-L-Dox; 
Peg -P-L-G-L-Y-L-Dox; 
i 3 ^0(=O)MH-Peg -P-L-G-L-Y-L-Dox; 
AcHNCH 2 CH 2 N(CH 2 CH 2 ) 2 NCH 2 \(=0)- P-L-G-L-Y-L-Dox; 

letyl -P-L-G-L-S-L-Dox; 
acetyl-G-P-L-G-L-L-Dox; 
0(CH 2 CH 2 )NCH 2 CH 2 NHC(^0)-G-P-L-G-L-L-Dox; 

acetyl -P-L-G-L-L-L-Dox; 
CbzV}-P-L-G-L-L-Dox; 
AcHNCH 2 CH 2 N(CH 2 CH 2 ) 2 NCH 2 C(=0)-<S-P-L-G-L-L-Dox; 
H 2 NCH 2 CH 2 N(CH 2 CH 2 ) 2 NCH 2 C(=0)-G\P-L-G-L-L-Dox; 

Dmg-R-L-G-L-L-Dox; 
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SEaiD 
SE(J 
SEQ 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ .ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ .ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID. 
SEQ.ID 
SEQ.ID. 
SEQ.ID. 
SEQ .ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 



NO: 62 
NO: 65 
.NO: 66 
O: 67 
O: 68 
.N&69 
.NO: 
NO 

NO: 82' 
.NO: 83 
NO: 84 
NO: 85 
NO: 86 
NO: 87 
.NO: 88 
.NO: 89 
.NO: 91 
.NO: 92 
.NO: 95 
.NO: 96 
NO: 97 
NO: 98 
.NO: 99 
NO: 100 
.NO: 101 
NO: 102 
NO: 103 
.NO: 104 
.NO: 105 
NO: 106 
.NO: 107 
.NO: 108 
NO: 109 
NO: 1 10 
NO: 111 
NO: 112 
.NO: 1 13 
NO: 1 14 
NO: 1 15 
NO: 1 16 
NO: 1 17 
NO: 118 
NO: 1 19 
NO: 120 
NO: 121 
NO: 122 
NO: 123 
NO: 124 



acetyl- y-E -P-L-G-L-L-Dox; 
methoxyacetyl-G-P-L-G-L-L-Dox; 
Dmg-P-L-G-Tha-L-Dox; 
Dmg-P-L-G-Phg-L-Dox; 
Dmg-P-L-G-(0-benzyl-Y)-L-Dox; 
Dmg-P-L-G-Bip-L-Dox; 
acetyl-G-P-Q-G-L-L-Dox; 
acetyl-G-P-R-G-L-L-Dox; 
acetyl-G-P-L-G-V-L-Dox; 
acetyl-G-P-L-G-Hof-L-Dox; 
acetyl-G-P-L-A-L-L-Dox; 
Dmg-P-I-G-Bip-L-Dox; 
Dmg-P-Chg-G-Bip-L-Dox; 
acetyl-G-P-V-G-L-L-Dox; 
Dmg-P-I-G-L-L-Dox; 
Dmg-P-R-G-Bip-L-Dox ; 
acetyl-G-P-L-G-E-L-Dox; 
Dmg-P-K-G-Bip-L-Dox; 
Dmg -P-R-Sar-Hof-R-L-Dox; 
Dmg -P-R-G-Hof-R-L-Dox; 
Dmg -P-R-G-Bip-R-L-Dox; 
acetyl-G-P-L-G-N-L-Dox; 
acetyl-G-P-L-G-S-L-Dox; 
jtyl-G-P-L-G-(4-hydroxy-phenyl-G)-L-Dox; 

acetyl -P-L-G-Hof-H-L-Dox; 
acetyl -P-L-G-Hof-A-L-Dox; 
acetyl -P-L-G-Hof-Y-L-Dox; 
acetyl -P-L\G-Hof- (morpholinylpropyl-G) -L-Dox; 

acetyl -y-E -P-L-G-Hof-Y-L-Dox; 

-P-L-G-Hof-Y-L-Dox; 
acetyl -P-L-G-^f- (0-(4-p^idylmethyl)-Y)-L-Dox; 

L-G-(homo-Y)-Y-L-Dox; 
-G-(4-aza-Hof)-Y-L-Dox; 
(4-pyridyl-)-Y)-Y-L-Dox; 
tphenylpropyl-G) -Y-L-Dox; 
-P-L-G-(styryl-A)-Y-L-Dox; 
acetyl -P-l,-G-( 0-benzyl-S)-Y-L-Dox; 
acetyl -P- (N,N-di\pethyl-K)-G-Hof-Y-L-Dox; 

-P-L-G-Hof-Dap-L-Dox ; 
P-L-G-Hof-Orn-L-Dox; 
Peg \P-L-G-Hof-Orn-L-Dox; 
acetyl -y-E -f{-L-G-Hof-Orn-L-Dox; 

y-E -pV-G-Hof-Orn-L-Dox; 
acetyl -P-oArG-Hof-Om-L-Dox; 
acetyl -P-Ofn-G-Hof-Y-L-Dox; 
acetyl -y-E -P-OrrtrG-Hof-E-L-Dox; 
acetyl -P-Ort-G-L-Y-L-Dox; 
acetyl -P-(4-aza-FAG-L-Y-L-Dox; 
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SEQ.ID 
SEQ 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 
SEQ.ID 



30 



NO: 125 
fO: 126 
(O: 127 
.NO: 128 
,NO\l29 
NO: 
NO: 1 
.NO: 13 
.NO: 133 
.NO: 134 
.NO: 135 
.NO: 136 
.NO: 137 
.NO: 138 
.NO: 139 
.NO: 140 
.NO: 141 
.NO: 142 
.NO: 143 
.NO: 144 
.NO: 145 
.NO: 154 
.NO: 155 
.NO: 156 
.NO: 157 
.NO: 158 
.NO: 159 
.NO: 160 
.NO: 161 
.NO: 162 
.NO: 163 
.NO: 164 
.NO: 165 
.NO: 166 
.NO: 167 
.NO: 168 
.NO: 169 
.NO: 170 
.NO: 171 
.NO: 172 
.NO: 173 
.NO: 174 
.NO: 175 
.NO: 176 
.NO: 177 
NO: 178 
.NO: 179 



acetyl -P-L-G-Hof-Dab-L-Dox 
acetyl -P-L-G-Hof-K-L-Dox 
acetyl -P-L-G-Hof- (N,N-dimethyl-K)-L-Dox 
Dmg-P-L-G-Hof-(N,N-dimethyl-K)-L-Dox 
Peg -P-L-G-Hof- (N,N-dimethyl-K)-L-Dox 
acetyl -y-E -P-L-G-Hof-(N,N-dimethyl-K)-L-Dox 
Y-E -P-L-G-Hof-(N,N-dimethyl-K)-L-Dox 
acetyl -P-L-G-Hof- (N,N-dimethyl-K)-Nle-Dox 
acetyl -P-L-G-Hof- (N,N-dimethyl-K)-Cha-Dox 
acetyl -P-L-G-Hof-Cit-L-Dox 
acetyl -y-E -P-L-G-Hof-Cit-L-Dox 
acetyl -P-L-G-Hof-Q-L-Dox 
acetyl -P-L-G-Hof-(4-aza-F)-L-Dox 
acetyl -P-L-G-Hof- V-L-Dox 
acetyl -y-E -P-L-G-Hof-E-L-Dox 
acetyl-G-Aze-L-G-L-L-Dox 
acetyl -(4-fluoro-F)- L-G-L-L-Dox 
acetyl -(homo-P)-L-G-L-Y-L-Dox 
acetyl -(homo-P)-L-G-Hof-Orn-L-Dox 
acetyl -Aze-L-G-L-Y-L-Dox 
acetyl -Aze-L-G-Hof-Ora-L-Dox 
acetyl -P-L-G-L-L-A-L-Dox 
acetyl -P-L-G-L-Y-A-L-Dox 
acetyl -G -P-L-G-L-A-L-Dox 
acetyl -P-L-G-L-A-A-L-Dox 
acetyl -P-L-G-L-A-L-L-Dox 
acetyl -P-L-G-L-L-S-L-Dox 
acetyl -P-L-G-L-L-L-L-Dox 
Dmg -P-L-G-L-Y-L-Dox 
Dmg -P-R-G-Phg-Y-L-Dox 
-P-L-G-L-R-L-Dox 

4-(2-(5,6,7,8-tetrahydroikphfhenyl))bufyi-G-Hof-Y-L-Dox 
acetyl -P-L-G-Hof-(NJhethyft)iperazinepropyl-G)-L-Dox 
tttraVoJeajpetyl -P^L-G-Hof-Y-L-Dox 
tetrazoleacetyl^-L^G-^O-benzyl-S )-Y-L-Dox 
tiaz;zfldacetyl -P-L-G-Hof- Y-Nle-Dox 
tL-G-(0-benzyl-S )-Y-L-Dox 
acetyl V-L-G-Hof-(homoY)-L-Dox 
acetyl -P-AaHof-G-AzaHof-Y-L-Dox 
acetyl -P-L-G-(0-allyl-S )-Y-L-Dox 
acetyl -P-L-G\(4-nitro-Hof )-Y-L-Dox 
acetyl -P-L\G-Hof-AzaHof-L-Dox 
acetyl -P-L-G-(Q-methyl-S )-Y-L-Dox 
acetyl -y-E -P-L-G-(Orbenzyl-S)-Y-L-Dox 
acetyl -y-E -P-L-G-(0-bdnzyl-S)-Y-Nle-Dox 
3-pyridinecarbonyl -P-L-G-Hof- Y-L-Dox 
2-pyrazinecarbonyl -P-LVG-Hof-Y-L-Dox 
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SEQ.ID.NO: lty): 
SEQ.ID.NO: 1 
SEQ.ID.NO: 
SEQ.ID.NO: 



acetyl -P-L-G-Hof- (N,N-dimethyl-K)-Nle-Dox; 

acetyl -P-L-G-Hof-Y-Hol-Dox; 
acetyl -P-L-G-Thr(0-Benzyl)-Y-L-Dox; 
acetyl -y-E -P-L-G-Hof-Y-Nle-Dox; 



34. The compound of C laim 1 selected from: 



SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID. 
SEQ.ID, 




NO: 39 
NO: 40 
NO: 54 
NO: 56 
NO: 57 
NO: 63 
NO: 64 
NO: 70 
NO: 71 
NO: 72 
NO: 73 
NO: 74 
NO: 75 
NO: 76 
NO: 79 
NO: 80 
NO: 81 
NO: 90 
NO: 93 
NO: 94 
NO: 146 
NO: 147 
NO: 148 
NO: 149 
NO: 150 
NO: 151 
NO: 152 
NO: 153 
NO: 181 



acetyl -G-P-L-G-L-F-Dox 
acetyl -G-P-L-G-F-F-Dox 
acetyl-G-P-L-G-L-Y-Dox 
acetyl-G-P-L-G-Bip-F-Dox 
acetyl-G-P-L-G-Nle-F-Dox 
acetyl-G-P-L-G-Tha-F-Dox 
acetyl-G-P-L-G-Phg-F-Dox 
acetyl-G-P-L-G-F-Bip-Dox 
acetyl-G-P-L-G-L-Bip-Dox 
acetyl-G-P-L-G-(2Nal)-Bip-Dox 
acetyl-G-P-L-G-F-A-Dox 
acetyl-G-P-L-G-Bip-A-Dox 
acetyl-G-P-L-G-L-A-Dox 
l-G-P-L-G-(0-benzyl-Y)-F-Dox 
G-P-L-G-L-(4-pyridyl-A)-Dox 
acetyl-G-P-L-G-L-R-Dox 
acetyl-G-P-L-G-L-W-Dox 
-G-L-(0-benzyl-Y)-Dox 
acetyl-G-P-L-G-L-E-Dox 
acetyl-G-P-L-G-Bip-E-Dox 
acetyl -P-L-G-L-Y-G-Dox 
acetyl -P-L-G-Hof-Y-G-Dox 
acetyl -P-L-G-L-Y-(p-homo-L)-Dox 
acetyl -P-L-G-Hof-Y-(P-homo-L)-Dox 
acetyl -P-L-G-L-Y- (p-Ala)-Dox 
acetyl -P-L-G-L-Y-Ahx -Dox 
acetyl -P-L-G-L-Y-Aph -Dox 
acetyl -P-L-G-L-Y- Amh -Dox 
acetyl -P-L-G-Hof-Y-Hos-Dox 



35. A pharmaceutical composition comprising a compound of Clajnj.1 and a 
pharmaceutical^ acceptable carrier. 
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36. A method of treating a mammal afflicted with a cancer comprising adminstering 
to a mammal afflicted with a cancer a therapeutically effective amount of a 
compound of C Riim L 

37. The method of Claim36, wherein the cancer is a breast, ovarian, brain, stomach, 
lung, colon, prostate or liver cancer or wherein the cancer is a leukemia, 
lymphoma, carcinoma, sarcoma, or melanoma. 

38. A method of delivering a compound to the cells of a mammal afflicted with a 
cancer comprising contacting the cells of a mammal afflicted with a cancer with 
a compound of Claim 1, wherein the contacting is in the presence of a peptidase 
comprising a matrixin. 

39. The method of QairEL-38, wherein the cancer is a breast, ovarian, brain, stomach, 
lung, colon, prostate or liver cancer or wherein the cancer is a leukemia, 
lymphoma, carcinoma, sarcoma, or melanoma. 
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